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DETAILED ACTION 
Election/Restrictions 

Applicant's election with traverse of Group I in the reply filed on 4-21-08 is 
acknowledged. The traversal is on the ground(s) that the groups share a special 
technical feature. This is not found persuasive because the substance and the 
transgenic are not linked by the same special technical feature because the substance 
does not have to be found using the transgenic of claim 1 . The process by which the 
substance is found does not alter the structure of the substance. The substance does 
not share the special technical feature of the transgenic. Accordingly, the transgenic 
and the substance are not linked by a special technical feature. The requirement is still 
deemed proper and is therefore made FINAL. Claims 13 and 14 are withdrawn from 
further consideration pursuant to 37 CFR 1 .142(b), as being drawn to a nonelected 
invention, there being no allowable generic or linking claim. Applicant timely traversed 
the restriction (election) requirement in the reply filed on 4-21-08. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a whtten description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-13 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a transgenic mouse whose genome comprises a 
nucleic acid sequence encoding mutant human a-synuclein operably linked to a tyrosine 
hydroxylase promoter, wherein the mutant human a-synuclein substitutes a Thr residue 
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for a Ala residue at amino acid residue 53 and deletes C terminal amino acid residues, 
and wherein the number of neurons in the substantia nigra expressing dopamine is 
decreased as compared to wild-type mice, does not reasonably provide enablement for 
making any transgenic non-human mammal having decreased dopamine-producing 
neurons in the substantia nigra, making a transgenic mouse having decreased 
dopamine-producing neurons in the substantia nigra using a nucleic acid sequence 
encoding any a-synuclein or any promoter, or using any "portion thereof of a transgenic 
non-human mammal. The specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention commensurate in scope with these claims. 

The claims are drawn to a transgenic non-human mammal or a portion thereof, 
wherein an a-synuclein gene is introduced and the gene is expressed in the neurons, 
and the number of dopamine-producing neurons in the substantia nigra is significantly 
decreased as compared with that of a wild- type animal. The claims encompass making 
any non-human mammal using a nucleic acid encoding any a-synuclein operably linked 
to any promoter. 

However, the art at the time of filing taught a transgenic mouse comprising a 
nucleic acid sequence encoding mutant A30P and A53T human a-synuclein operably 
linked a tyrosine hydroxylase (TH) promoter (Matsuoka (Neurobiology of Disease, June 
2001, Vol. 8, pg 535-539), pg 536, "Generation of transgenic mice"). The number of 
dopamine-producing neurons in the substantia nigra was the same as wild-type mice 
(pg 537, Table 1 ; last two sentences of abstract). Similarly, Rathke-Hartlieb (J. 
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Neurochem., 2001, Vol. 77, pg 1181-1184) taught transgenic mice comprising a nucleic 
acid sequence encoding mutant A30P human a-synuclein operably linked to the TH 
promoter did not have decreased dopamine-producing neurons in the substantia nigra 
as determined by TH staining (pg 1 182, "transgenic mice"; first two paragraphs of 
"Results and Discussion" on pg 1183). Masliah (Science, Feb. 2000, Vol. 287, pg 1265- 
1268) taught a transgenic mouse comprising a nucleic acid sequence encoding wild- 
type human a-synuclein operably linked to a platelet-derived growth factor-p (PDGF-P) 
promoter (pg 1266, lines 1-4; Fig. 1A) that had the same density of TH-positive neurons 
in the substantia nigra as non-transgenic controls (pg 1268, col. 1, last 5 lines); 
however, TH-posltlve nerve terminals within the striatum were decreased in transgenic 
mice as compared to non-transgenic littermates (Fig. 3B; pg 1268, sentence bridging 
col. 1-2). 

The specification teaches making a transgene construct comprising a mutant 
A53T human a-synuclein operably linked to a tyrosine hydroxylase promoter (pg 16, 
Example 2). It Is assumed pg 17, last 6 lines taken with pg 2, last 5 lines, means the 
mutant A53T human a-synuclein has a deletion in the C terminus. The specification 
teaches making transgenic mice with the construct (pg 19, Example 4). Transgenic 
mouse line 1702 expressed the mutant human a-synuclein in dopamine neurons (pg 26, 
first line of last full paragraph) and had decreased numbers neurons in the substantia 
nigra expressing tyrosine hydroxylase (TH) (pg 35, last 4 lines; Fig. 1 1 A and 1 1 B). 
Dopamine producing cells in the substantia nigra were known in the art to be identified 
by TH staining (Rathke-Hartlieb, cited above; pg 1183, col. 1, "Results and Discussion", 
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line 26, "Most, if not all DA neurons in the substantia nigra (identified by TH staining on 
adjacent sections)"). Thus, transgenic mouse line 1702 taught by applicants had 
decreased dopamine-producing neurons in the substantia nigra as compared to wild- 
type mice. 

The nucleic acid sequence used to make the transgenic mouse is essential to 
determine the phenotype of the mouse. The specification does not teach that deleting 
the C terminus of mutant A53T human a-synuclein is adequate to overcome the 
unpredictability discussed by Matsuoka, who taught the number of dopamine-producing 
neurons in the substantia nigra of a transgenic mouse comprising a nucleic acid 
sequence encoding mutant A53T human a-synuclein operably linked a tyrosine 
hydroxylase promoter and wild-type mouse were the same. The spec does not teach 
how to make transgenics having decreased dopamine-producing neurons in the 
substantia nigra other than with the construct in Examples 1 and 2 comprising a mutant 
A53T human a-synuclein with a C terminal deletion. Without such guidance it would 
have required those of skill in the art undue experimentation to determine the 
parameters required to obtain decreased dopamine-producing neurons in the substantia 
nigra of a transgenic as claimed using any nucleic acid sequence other than the one 
described by applicants. Therefore, the claim should be limited to using a nucleic acid 
sequence encoding mutant A53T human a-synuclein with a C terminal deletion operably 
linked to a tyrosine hydroxylase promoter. 

In addition, the specification does not enable those of skill to make a transgenic 
non-human mammal having decreased TH-positive neurons in the substantia nigra 
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other than mice. Claim 1 encompasses mal<ing any transgenic non-human mammal. 
The specification suggests making rodents, such as mice, hamsters, guinea pigs, rats 
and rabbits as well as chickens, dogs, cat, goats, cattle, pigs, monkeys. First, chickens 
are not mammals. Second, the state of the art at the time of filing was that the 
phenotype of transgenic non-human mammals was unpredictable. Wall (1996, 
Theriogenology, Vol. 45, pg 57-68) disclosed the unpredictability of transgene behavior 
due to factors such as position effect and unidentified control elements resulting in a 
lack of transgene expression or variable expression (paragraph bridging pages 61-62). 
Ebert (1988, Mol. Endocrinology, Vol. 2, pages 277-283) taught a transgene encoding 
the human somatotropin gene operably linked to the mouse metallothionein promoter 
caused different phenotypes in transgenic pigs and mice (pg 277, col. 2, lines 17-27). 
Examples in the literature aptly demonstrate that even closely related species carrying 
the same transgene construct can exhibit unpredictable phenotypes. For example, 
several animal models of human diseases have relied on transgenic rats when the 
development of mouse models was not feasible. Mullins (1990, Nature, Vol. 344, pg 
541-544) produced outbred Sprague-Dawley x WKY rats with hypertension caused by 
expression of a mouse Ren-2 renin transgene. Hammer (1990, Cell, Vol. 63, pg 1099- 
1112) described spontaneous inflammatory disease in inbred Fischer and Lewis rats 
expressing human class I major histocompatibility allele HLA-B27 and human P2- 
microglobulin transgenes. Both investigations were preceded by the failure to develop 
human disease-like symptoms in transgenic mice (Mullins, 1989, EMBO, Vol. 8, pg 
4065-4072; Taurog, 1988, J. Immunol., Vol. 141, pg 4020-4023) expressing the same 
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transgenes that successfully caused the desired symptonns in transgenic rats. Thus, 
those of skill could not predict whether a phenotype in transgenic mice would be 
obtained in other species of non-human mammals. The specification fails to make any 
correlative guidance that the phenotype obtained in the 1702 line of mice would be 
obtained in other non-human mammalian species. Without such guidance, it would 
have required those of skill undue experimentation to determine the parameters 
required to obtain non-human mammals having decreased dopamine-producing 
neurons in the substantia nigra as claimed other than mice. 

Claim 1 encompasses a "portion thereof" of a transgenic non-human mammal. 
The specification contemplates using a portion of the transgenic on pg 1 1 , including the 
head, fingers, paws, legs, abdominal region, tail, cells and organs of the non-human 
mammal. The specification does not teach how to use any "portion" listed on pg 1 1 . 
Without such guidance, merely listing examples of "portions" of the transgenic without 
teaching how to use them is not an enabling. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-13 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 is indefinite because it is unclear when the number of dopamine- 
producing cells in the substantia nigra is "significantly" decreased as compared to wild- 
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type. Applicants have not drawn the line where a decrease is significant; therefore, 
those of skill would not know when they were infringing on the claim. 

Claim 3 is indefinite because "in a manner" does not clearly set forth the structure 
of the variant human a-synuclein. The claim should clearly set forth the human a- 
synuclein has a substation of a Thr residue for an Ala residue at amino acid residue 53. 

Claim 5 is indefinite because it is unclear how it further limits claim 1 . As written, 
the claim does not further limit the a-synuclein gene as being part of a recombinant 
DNA or that the a-synuclein gene is operably linked to a promoter capable of expression 
in dopamine-producing neurons. 

Claim 6 is indefinite because "the promoter" lacks antecedent basis in claim 1 . 

Claim 7 is indefinite because it is unclear to what it refers. It does not state the 
transgenic has decreased intracerebral dopamine levels as compared to a wild-type 
control. 

Claim 7 is indefinite because the metes and bounds of what applicants consider 
"early" are not defined in the specification or the art at the time of filing. 

Claim 8 is indefinite because it is unclear to what it refers. It does not state the 
transgenic has at least an 85% decrease in intracerebral dopamine levels as compared 
to a wild-type control. 

Claim 9 is indefinite because it is unclear to what it refers. It does not state the 
transgenic has at least an 80% decrease in intracerebral TH levels as compared to a 
wild-type control. 
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Claim 10 is indefinite because it is unclear to what it refers. It does not state the 
transgenic has at least a 60% decrease in spontaneous locomotor activity as compared 
to a wild-type control. 

Claims 12 and 13 are rejected under 35 U.S.C. 112, second paragraph, as being 
incomplete for omitting essential steps, such omission amounting to a gap between the 
steps. See MPEP § 2172.01 . The omitted steps are: administering a compound to the 
transgenic of claim 1 and a control, and comparing a feature of the transgenic to the 
control and determining whether the substance has "dopamine-like action." The 
structure of the control, what is compared and how it is determined whether the 
substance has "dopamine-like action" are all unclear. 



Conclusion 

No claim is allowed. 



Inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Wilson who can normally be reached at the 
office on Monday, Tuesday, Thursday and Friday from 9:30 am to 6:00 pm at 571-272- 
0738. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to (571 ) 272-0547. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent BBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
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center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 

If attempts to reach the examiner are unsuccessful, the examiner's supervisor, 
Peter Paras, can be reached on 571-272-4517. 

The official fax number for this Group is (571 ) 273-8300. 

Michael C. Wilson 

/Michael C. Wilson/ 
Patent Examiner 



